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DOCUMENT- IDENTIFIER: US 5955475 A - 

TITLE: Process for manufacturing paroxetine solid dispersions 



Brief Summary Text (54) : 

As used herein, the term "pharmaceutically acceptable salt" refers to derivatives of 
paroxetine wherein paroxetine is modified by making acid addition salts of the 
compound. Examples of pharmaceutically acceptable salts include, but are not limited 
to, mineral or organic acid salts of the basic piperidine residue; and the like. The 
pharmaceutically acceptable salts of paroxetine include conventional non-toxic salts 
or quaternary ammonium salts, for example, from non-toxic inorganic or organic acids. 
For example, such conventional non- toxic salts include those derived from inorganic 
acids such as hydrochloric, hydrobromic, sulfuric, sulfamic, phosphoric, nitric and 
the like; and the salts prepared from organic acids such as acetic, propionic, 
succinic, glycolic, stearic, lactic, malic, tartaric, citric, ascorbic, pamoic, 
maleic, hydroxymaleic, phenylacetic, glutamic, benzoic, salicylic, sulfanilic, 
2 -acetoxybenzoic , f umaric , toluenesulf onic , methanesulf onic , ethanesulf onic , 
ethanedisulf onic, oxalic, isethionic, and the like. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to triglyceride-f ree pharmaceutical 
compositions for delivery of hydrophobic therapeutic agents. 
Compositions of the present invention include a hydrophobic therapeutic 
agent and a carrier, where the carrier is formed from a combination of a 
hydrophilic surfactant and a hydrophobic surfactant. Upon dilution with 
an aqueous solvent, the composition forms a clear, aqueous 
dispersion of the surfactants containing the therapeutic agent. 
The invention also provides methods of treatment with hydrophobic 
therapeutic agents using these compositions. 
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The present invention provides solid pharmaceutical compositions for 
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improved delivery of a wide variety of pharmaceutical active ingredients 
contained therein or separately administered. In one embodiment, the 
solid pharmaceutical composition includes a solid carrier, the solid 
carrier including a substrate and an encapsulation coat on the 
substrate. The encapsulation coat can include different combinations of 
pharmaceutical active ingredients, hydrophilic surfactant, lipophilic 
surfactants and triglycerides. In another embodiment, the solid 
pharmaceutical composition includes a solid carrier, the solid carrier 
being formed of different combinations of pharmaceutical active 
ingredients, hydrophilic surfactants, lipophilic surfactants and 
triglycerides. The compositions of the present invention can be used for 
improved delivery of hydrophilic or hydrophobic pharmaceutical active 
ingredients, such as drugs, nutrionals, cosmeceuticals and diagnostic 
agents. 
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The present invention is directed to a pharmaceutical composition 



including a hydrophobic therapeutic agent having at least one ionizable 
functional group, and a carrier. The carrier includes an ionizing agent 
capable of ionizing the functional group, a surfactant, and optionally 
solubilizers , triglycerides, and neutralizing agents. The invention 
further relates to a method of preparing such compositions by providing 
a composition of an ionizable hydrophobic therapeutic agent, an ionizing 
agent, and a surfactant, and neutralizing a portion of the ionizing 
agent with a neutralizing agent. The compositions of the invention are 
particularly suitable for use in oral dosage forms. 
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AB The invention concerns solid and semi -solid formulations of paroxetine and 
its physiol. acceptable salts that contain the mol . -dispersed active 
substance in a matrix composed of a synthetic polymer with glass 
transition temp. > 90. degree. C. The invention also concerns the prepn. of 
the formulations. 80% Of the active substance is bioavailable within 30 
min after dosage. Paroxetine or its salt is mixed and melted with the 
matrix material in the extruder, followed by the forming procedure. In 
another version paroxetine, €unmoziiuxn chloride and 

matrix material are coextruded. The product is used for the prepn. of 
tablets. Thus 30 wt./wt.% paroxetine hydrochloride and 70 wt./wt.% 
copovidon (N-vinylpyrrolidone-vinylacetate copolymer 60/4 0) were processed 
in a twin-screw extruder at 145 . degree . C . The product was used as for the 
formulation of tablets with the following compn. in wt./wt.%: paroxetine 
hydrochloride extrudate 38; microcryst. cellulose 15; calciumhydrogen 
phosphate 35; sodium-croscarmellose 10; highly disperse silica 1; 
magnesium stearate 1. 
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CN Piperidine, 3- [ (1, 3-benzodioxol-5-yloxy) methyl] -4- {4 -f luorophenyl) 

(3S,4R)- (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Piperidine, 3- [ (1, 3-benzodioxol-5-yloxy)methyl] -4- (4 -f luorophenyl) 

{3S-trans) - 
OTHER NAMES: 
CN (-) -Paroxetine 

CN (-) -trans-4- {4-Fluorophenyl) -3- (3 , 4 -me thy lenedi oxyphenoxyme thy 1) piperidine 

CN Aropax 

CN BRL 29060 

CN FG 7051 

CN Paroxetine 

CN Paxil 

FS STEREOSEARCH 

DR 63952-24-9 

MF C19 H20 F N 03 

CI COM 

LC STN Files: ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN*, 

BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CANCERLIT, CAPLUS, CASREACT, CBNB, 
CEN, CHEMCATS, CIN, DDFU, DIOGENES, DRUGNL, DRUGPAT, DRUGU, DRUGUPDATES, 
EMBASE, IPA, MEDLINE, MRCK* , NIOSHTIC, PHAR, PROMT, RTECS*, SYNTHLINE, 
TOXCENTER, ULIDAT, USAN, US PAT 2 , USPATFULL 

(*File contains numerically searchable property data) 
Other Sources : WHO 

Absolute stereochemistry. Rotation {-) . 
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AB The invention concerns solid and semi-solid formulations of 

paroxetine and its physiol. acceptable salts that contain the 

mol . -dispersed active substance in a matrix composed of a synthetic 

polymer with glass transition temp. > 90. degree. C. The invention also 

concerns the prepn. of the formulations. 80% Of the active substance is 

bioavailable within 30 min after dosage. Paroxetine or its salt 

is mixed and melted with the matrix material in the extruder, followed by 

the forming procedure. In another version paroxetine, 

ammoniusk chloride and matrix material are coextruded. 

The product is used for the prepn. of tablets. Thus 30 wt./wt.% 

paroxetine hydrochloride and 70 wt./wt.% copovidon 

(N-vinylpyrrolidone-vinylacetate copolymer 60/40) were processed in a 
twin-screw extruder at 145 .degree. C. The product was used as for the 
formulation of tablets with the following compn. in wt./wt.%: 
paroxetine hydrochloride extrudate 38; microcryst. cellulose 15; 
calciumhydrogen phosphate 35; sodium-croscarmellose 10; highly disperse 
silica 1; magnesium stearate 1. 
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PRAI 

AB The present invention provides a process for prepg. paroxetine 
-HCl (I) from paroxetine base which provides I substantially 
free of pink-colored compds . or an impurity identified by an HPLC RRT of 
about 1.5. The processes utilize a buffer, a molar ratio of HCl to 
paroxetine base of <1, and crystallize/recrystallize in the 
presence of an effective amt. of an anti-oxidant . A preferred way to 
create a buffer is by using euranonium chloride. A 

preferred anti-oxidant is ascorbic acid. The present invention also 
provides for re-crystg. I prepd. by the above methods or any other methods 
in the presence of an effective amt. of an anti-oxidant such as ascorbic 
acid. A preferred solvent system for recrystn. is a mixt. of acetone and 
methanol. Processes of the present invention can combine these various 
features. An aq. soln. of ammonixiin chloride in water 
was added to a soln. of paroxetine base in toluene. The 
reaction mixt. was intensively stirred at ambient temp, while coned. HCl 
was added in such manner that the pH of the reaction mixt. stayed between 
3.5 and 8. A ppt . formed which was filtered and then washed with toluene 
and water. The resulting material was dried at 60. degree, under vacuum to 
give I. The soln. did not develop a pink color after standing for 20 min. 
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